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The chromosomal region 18p11.2 is described as a schizophrenia susceptibility locus. A survey of 80 Japanese trios with schizophrenic offspring revealed a significant association with markers within and near the C18orf1 gene. A follow-up study of independent schizophrenics and controls confirmed the results by providing evidence for haplotypic association. These results support the notion of proximal 18p as a schizophrenia susceptibility locus, and the genomic region surrounding the C18orf1 gene as warranting further scrutiny.
Hypothalamic-pituitary-adrenal (HPA) system activity in depression and infection with Borna disease virus and Chlamydia pneumoniae M Deuschle, L Bode, P Schnitzler, U MeydingLamade´, A Plesch, H Ludwig, B Hamann, I Heuser
The authors investigated the activity of Borna disease virus (BDV) and immunity to Chlamydia pneumoniae in 48 depressed patients. HPA system activity was assessed by measurement of saliva cortisol concentrations. BDV antigen-positive patients had significantly increased saliva cortisol concentrations when compared to BDV antigen-negative subjects. No significant relation was found between immunity to C. pneumoniae and HPA system activity. These findings support the assumption that infection with a particular virus and increased HPA system activity are associated in depressed patients.
FEATURE ARTICLE
Genetic polymorphisms and personality in healthy adults: A systematic review and meta analysis MR Munafo, TG Clark, LR Moore, E Payne, R Walton, J Flint A meta-analysis was conducted on 46 studies reporting data on associations between candidate genes and human personality. A multivariate analysis using a mixed effects model and including age, sex and predominant ethnicity as covariates was applied to the analyses of 5HTT LPR and DRD4 length polymorphism data. Only the association between the 5HTT LPR polymorphism and avoidance traits remained significant (P ¼ 0.038). However, sensitivity analyses excluding data from studies reporting allele frequencies not in Hardy-Weinberg equilibrium and unpublished data, resulted in this association no longer being significant.
IMMEDIATE COMMUNICATION
Support for genetic variation in neuregulin 1 and susceptibility to schizophrenia NM Williams, A Preece, G Spurlock, N Norton, HI Williams, S Zammit, MC O 'Donovan, MJ Owen Genetic variants around neuregulin 1 were associated with schizophrenia in an Icelandic sample, and a single-risk haplotype was significantly over-represented in schizophrenic individuals compared to controls. The authors attempted to replicate this result in 573 schizophrenia cases and 618 controls. The risk haplotype was more common in cases than controls (9.5:7.5%; P ¼ 0.04), especially in the subset of cases with a family history of schizophrenia (11.6%; P ¼ 0.019). This replicates the Icelandic findings in an out-bred Northern European population, although suggesting a small risk is conferred by haplotype.
ORIGINAL RESEARCH ARTICLES
Genome scan of Arab Israeli families maps a schizophrenia susceptibility gene to chromosome 6q23 and supports a locus at chromosome 10q24 B Lerer, RH Segman, A Hamdan, K Kanyas, O Karni, Y Kohn, M Korner, M Lanktree, M Kaadan, N Turetsky, A Yakir, B Kerem, F Macciardi Lerer and colleagues systematically recruited Arab Israeli families affected with schizophrenia. Using microsatellite markers spaced at an average of 10.3 cM, they performed a genome scan in 155 subjects from 21 families. Linkage analysis detected significant evidence for a schizophrenia susceptibility gene at chromosome 6q23 and suggested evidence for linkage at chromosome 10q24. The linkage detected at chromosome 6q23 fulfills criteria for genome-wide significance and is located approximately midway between loci suggested by a previous significant report at chromosome 6q25 and findings located more centromerically at 6q21-22.
Identification of a high-risk haplotype for the dystrobrevin binding protein 1 (DTNBP1) gene in the Irish study of high-density schizophrenia families EJCG van den Oord, PF Sullivan, D Walsh, FA O'Neill, KS Kendler, BP Riley A recent study reported significant associations between several SNPs in the human dystrobrevin binding protein 1 gene (DTNBP1) and schizophrenia. The authors were able to account for these findings by a single high-risk haplotype. This haplotype was 30 kb, had a large effect, could be measured with two tag SNPs, had a frequency of 6%, was of relatively recent origin in evolutionary terms and equally distributed over Ireland. Implications for follow-up and replication studies are discussed.
Linkage analysis of candidate regions using a composite neurocognitive phenotype correlated with schizophrenia JF Hallmayer, A Jablensky, P Michie, M Woodbury, B Salmon, J Combrinck, H Wichmann, D Rock, M D'Ercole, S Howell, M Dragovic, A Kent
Patients with schizophrenia and their biological relatives were investigated using a combination of cognitive tests and personality measurements. The authors employed a grade of membership (GoM) model to integrate the measurements into a limited number of composite graded traits. Subsequently these composite traits were used as correlated phenotypes supplementing clinical diagnosis in linkage analysis of schizophrenia. The results provided further support for a susceptibility gene for schizophrenia to be located on the short arm of chromosome 6.
Novel truncated isoform of SK3 potassium channel is a potent dominant-negative regulator of SK currents: Implications in schizophrenia H Tomita, VG, Shakkottai, GA Gutman, G Sun, WE Bunney, MD Cahalan, KG Chandy, JJ Gargus
The SK3 channel regulates neurotransmitter release in monoaminergic neurons and has been implicated in schizophrenia. A new isoform of the channel, SK3-1B, is found in all human brains. Like the mutant protein SK3-D found in a rare patient with schizophrenia, SK3-1B is truncated and carries no current. It selectively suppresses all channels in this family, but not unrelated channels. It achieves this by decreasing the number of functional channels in the membrane, apparently by trapping subunits intracellularly.
High prevalence of rare dopamine receptor D4 (DRD4) alleles in children diagnosed with attention deficit hyperactivity disorder (ADHD) DL Grady, H-C Chi, YC Ding, M Smith, E Wang, S Schuck, P Flodman, MA Spence, JM Swanson, RK Moyzis
Associations have been reported of the 7-repeat (7R) allele of the human dopamine receptor D4 (DRD4) gene with both the personality trait of novelty seeking and attention deficit hyperactivity disorder (ADHD). This 7R-allele likely originated as a rare mutational event, which nevertheless increased to high prevalence in human populations by positive selection. The authors have now found that over 10% of ADHD probands have novel DRD4 haplotypes,most of which are 7R-allele derived.
Evidence that a single nucleotide polymorphism in the promoter of the G protein receptor kinase 3 gene is associated with bipolar disorder TB Barrett, RL Hauger, JL Kennedy, AD Sadovnick, RA Remick, PE Keck, SL McElroy, M Alexander, SH Shaw, JR Kelsoe Family linkage studies suggest a risk gene for bipolar disorder is located on chromosome 22 near the gene GRK3. The authors identified DNA sequence variants in the promoter region of GRK3 then tested these for genetic association with disease. One variant showed significant association (P ¼ 0.0019) in families of northern European Caucasian origin. Since GRK3 regulates signaling by many neurotransmitters, this data supports the hypothesis that a dysregulation in GRK3 expression alters neurotransmitter signaling, and thereby predisposes carriers of this variant to bipolar disorder.
Linkage of a bipolar disorder susceptibility locus to human chromosome 13q32 in a new pedigree series SH Shaw, Z Mroczkowski-Parker. T Shekhtman, M Alexander, RA Remick, AD Sadovnick, SL McElroy, PE Keck, Jr, JR Kelsoe
In a previous study, the authors found evidence that chromosome 13 contains a susceptibility gene for bipolar disorder. This data supported the results of other investigators for this chromosome. Now the authors have replicated their original results for chromosome 13 in a separate second set of 32 families with bipolar disorder. This is also of interest as the same region has been shown to play a role in schizophrenia, suggesting a greater genetic overlap between these disorders than had been previously thought.
